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More specifically, applicants have conected Claims 6, 12, 13 a3ad23 fp refer to --triiiietfc^bi- 
mine— instead of "triethylamine^\^) and have revised the temperature range reiPereaoced iBCtaittts 
6 and 23 to read on '*from O^C to S^'C?) Claim 7 was combined with Qaim 6, and t^ solvent was 
further specified aHiesponding to the provisions set forth in Qaim 23, Additionally, ^plicants have 
effected some editorial changes to allow an easier understanding of the Claimed subjea matter No 
new matter has been added. 

The Examiner rejected Qaims 6, 12, 13 and 23 to 25 under 35 U.S.C. § 112, ir2, as beii^iadefi- 

nite. 

The Examiner argued in this context that the clamxs were uncleat with regard te'the requltfe- 
ment for diffraction lines at d = 3-80 A and 4,55 A adding ""however,, the most intense Unesute p^^- 
umably at 3.40 and 4. 70Angsttoms, far outside of the diffraction lines^ It is respectfiiBy sub^li^ 
that applicants refer, firstly, to specific dif&action Imes at certain distances and, secondly, to a disr 
tanoe range in which the most intense diffraction lines are found. To better bring o»t tii^t the two 
requirements are separate, appUcants have reworded Clahn 23 to redte the phrase "... ha\dng diffrac- 
Aon lines atd^ 3.80 A and 4,55 A. and having diffraction lines which are most intense in it range 
between 3,40 and 4.7QALin a 2 0X-ray powder diffractogram Favorable reconsider^on of the 
Examiner's respective positicm is therefore respectfully solicited. 

Hie Examiner further argued that Claim 23 was laddng essential stq>s in that ^choline ishever . 
added to the mixture ofiiscorbic acid, solvent and waten " Applicants' process can e-g- be illiistrated ^ 
by the following reaction scheme: 

[ascorbic acid] + N(CHa)3 ^ HN(CH3)a [ascbrbatej? 

HN(CH3)3 [ascorbatef + ^ — 1^ "^^^-r^NCCHa)^ [ascorbatef 

The scheme illustrates Aat choline does not need to be added. Ratl^r, the choline cation is forined 
when the frimethylanimoniimi cation reacts with ethylene oxide. The test of defiiuteness is whether 
a person of ordinary skill in the art would understand the bounds of the claim when readi^ it m t^e 
light of the supporting specification^^) and, as explained by the Board in jSx parte Wu^ 

In rejecting a claim under the second paragraph of 35 U.S.C. Il2f it is incumbent on the ex- 
aminer to establish that one of ordinary skill in the pertinent art, when reading the claims in 

2) Ct e*g. page 2, indicated lines 39 to 43, of the aR>licatioft. 

3) Cf. e,g, {>age 4, indicated lines 25 to 30, page 4, indicated line 45, to pa^ 5, indicated line 3/afld 5, UKficated lines 1 2 to 
17, of the application. 

4) CtMortonTnL Inc. }i Cardinal Chem. Co., 5 P3d 1464,28 USP02d 1190 (Fed. Or; 199*3); <7rtteKr^ 

ChAirs, fnc, 806 1565, 1 USPQ2d 1081 (Fed. Cir. 1986). ' - 

5) 10 USPQ2d 2031 at 2033 (BPAI 1989). 
060808 
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light of th^ supporting specification, would not have been able to ascertain with reasonable 
degree of precision and particularity the particular area set out and circumscribed by the 
claims. 

The Examiner 's criticism tbat the claim lacked definiteness because choline was 0Ot adderfas a start- 
ing mateiiat in accordaiice with applicants' procedure is, in light of the foregoing, not 4eemed to 
establish that a person of ordiiwuty skill in the pertinent ait would not have been able to ascxrtem tiie ^ 
metes and bounds of applicants'claim. It is therefCfferespectfuUy requested dmt the re^jcctive^^ 
tion be withdrawn. 

Applicants' claims are. in Ught of the foregoing and the attached, deemed to be m fidl cc^. 
pliance with the provisions of Section 112^ 112, Favorable action is solidted. 

Further, the Examiner rejected Qaims 6, 12, 13 and23 to 25 under 35 U.S.C §l03(a) as being 
unpatentable in light of the teaching of Kiein et al (US 2,870498) Mid S^es (US 434,377). 

It is firstly noted that Spites et al. refer to Klein et al. where the ^nthesis of choline tarfrate 
is concerned. However, where the synthesis of choline ascorbafe is concemed^jpu^ et^d. refer to 
the disdosure of £r(>j5riria/in (US2,^^ 

The teaching of Klein ^^a^. provides of a general procedure for the manufacture of caystallme 
anhydrous salts of dicdine in which, in a first step, one inole of ethylene oxide is reacted with one 
mole of trimethylaminein an aqueous alcoholic solution (e*g. methanol) containing one ibolibf wai^ ^ 
per mol of said trhnelhylamine, as illustrated m the following reacdon sch^e: 



N(CH3)3 + /\ + H^Q 



N<CH3)3 : . ' m. 



Choline 



obtained, combined with at least one mol of an add (HX) per mol of dioline and thereby fozins a 
choline salt: . 



CO 
H 



> 

The choline whidi is obtained in the first step is subsequently, in the reaction ndxture in wiaA jtis : < 
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> 



ODI 



Choline Choline saft O 

■-■ d 

As a final measure, the choline sah is crystallized ou^ : ]^ 

drous choline salt is recovered. Notably, Klein et al. illustrate the procedure wi4 expertoients m 

which choline salts of dtric acid and tartaric add are prepared, and alAough tt 

dure can be used to produce any desired salt of choline, the the use of ascorbic add is iqiot mentioned 

in the reference. 
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It is immediately apparent from the reaction schemes set forth in tiie foiegbing ihat af^fi^^ • : 
pieces^ differs from the procedure of Klein etoL t^camse aiq)licaat$; process avoids Aepiejpaiaticm; 
of choline itself . Moreover, and equally pertinently, the teaching of Klein etoLneiihci suggbts not* 
impUes that choline ascorbate wMc* is prepared by the requisi^ 

to be of particular importance in this regard to take into account that 5/?jreiy specifically tefK^ce 
the disdosure of ir<?Jf/mi»n where the aso^ . 
essential to diily consider the particular and expressed teadiings of HdjSfmanni Hpjghmhn d^^ 
in example 1 the synthesis of dioline ascoibate, and the 

ahnost identical to the synthetic steps of Klein et al/s procedure: Freshly prepared dioline is 'dis- 
solved in methanol and subsequently ascorbic acid is added to the scdntioo of the dlicdiae bKe.. 

Choline ChoHne ascbrbate 

The resulting decline ascorbate is isolated after treat^^ 

ent. Notably, Hoffmann describes that the choline ascorbate which was obtained in this niajEmer is 

in form of a heavy viscous oil Considering that the measures which are taken by J3ojg%r^i2 in the 

manufactin'e of choline ascorbate are ahnost identical to the steps tangj^^ 

disclosure corroborates that <^ltne ascorbate whidi is obtain^ 

procedure would reasonably be expected to be in form of a 1k^ viscous <m1. 

Hoffffumn^^o dcsaibes, in example 2, a procedure in which ascorbic add is imtially reacted ^ 
with kimethylamine and tfjte resulting product is subsequently reacted with eth^ene oxide: /) 

[ascorbic ackfj + N(CH3)3 ► HN(CH3)3 [asoorbatef < 

HN(CH3)3 {ascorbatef + ^ """K^-^^l^^^ ' / . > 

I— 

The choline ascorbate which is recovered by Hoffmann under these leacdon conditkms is, again» ^ 
described as a heavy viscous <h1. Ci. 

Tfae respective procedure of fiojQ'k^ -p 
the pertinent temperature of the formation of the choline salt and, on the odier hand^ in the consis- . *^ 

tency of the product. 

■Riming back to the teadiing of Klein et al. the Examiner will note that applicants' process 
differs equally considerably from the prior art procedure in ihe temperature at whidi the choline ^ ' 
is formed. iSSfem ^Tdi. state that it is preferred to employ a rektive 
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and furtfi^r Feconmoieiid that the alcoholic solution be heated or be neajt its reflux temperature.^) Cdr- - . 
respondingly, the illustrative examples describe that the second step of Klein et a/-'s procedure is 
conducted by adding the reaction mixture whidi is obtained in the first step to a reflating alcohol 
solution.'^ Applicants' process therefore differs from the procedure of Klein et al., on thfe one hairf, 
in the manner in which the starting materials are reacted with one an6ther3 and on the bflher haiod, 
m the reaction conditions wMch are employed/ Furthermore, applica^ 

coibate in crystalline form, ie* a result which cannot reasonably be e^q^ected based on the leadbtkig 
of a/, when the discl<^ure ^ JffojQfin^ 

As explained m MPEP §2143, thr^ basic criteria have to be met in c^det to establisiK ^prima 
^cie case of obviousness: 

(1) There must be some suggestion or motivatioQ, either in the references them^lves w in the . 
knowledge generally available to one of ordidary skill m the air^ to modi!fy Hit refereaceosr to 
combine the reference teachings, 

(2) there must be a reasonable expectation of success, and 

(3) the prior art reference or the combined references must teach or suggest all of the claim limita- 
tions. 

Additionally, the teaching or suggestion to make the claimed cc«nbinati<» and the reasojoable expec- 
tation of success must both be found in the prior ait and cannot be based on the applicant^'s di$c;l<>- . 
sure.^ At least two of those basic criteria for establishing a prima fade case under Secticm 103(a) 
are not met where applicants' uivention and the teachiogS of 5p&^ 

AZdii€/a/.failstoteachorsusgestaUoftiieeI^entsofa{^ficants'processaBda^ Q} 
for the necessary suggestion or motivation to do what aiq)licants have d<»Qe>5j^^ . . ^ 

salts of choline and refers, with regard to tiie manufacture of choline tartrate, to the prtksedurj&vof H 
Kldn et al, and with regard to the manufacture of choline ascorbate, toHoffmmn'^ discloattre. The ^ 
teaching of Spires can therefore not be deemed to add to the information pertaining to the elemehts ^ 
recited in applicants' claims* Nor can the teaching of Spires contribute to the suggestion cwr motiva- 
tion to modify ti3te procedure of jK/em<ff a/. ^ 

It is tiierefore req}ectfully urged that the teachings of Klein etaL and Spires camot be deemed 
to render the subject matter of the dauns which are herewith presented by a^licants<^viou$ within . q 
the meaning of Section 103(a). Favorable reconsideration of the Examiner ^sposition and wididrawal Q 
of the respective rejection is therefore respectfully solidited. 



6) Cf. col. 3> indicated lint 12 et seq., of U$ 2,879,195. 

7) Cf. e.g, ool. 3, indicated tines 52 to 55, and col. 4, indicated lines 7 to ^ and 27 to 29, of VS ijB7&j9$^ 
$) /nreVflccft,947 R2d4a8,20USPQ2dl438.1442(Fcd.C3r.mi). 
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Please charge any shortage in fees due in connection with the fiMag of ihis ^^adiig 
Extension of Time fees, to Deposit Accoont No. 14.1437. Please credit any excess fces to sifch de- 
posit account. 

Respectfully submitted, 
NqwsCqruce DEpCj6^ & QUIGG 



1300 Eye Street, N.W. 
Suite 40&Ea5t Tower 
Wa^ngton, D.C 20005 
(202)659-0100 

End.: Q.AIM AmeNDMENTTS (AppeiuHx I> 
JR/BAS 




lamepKemmick 
No. 36,902 



06W08 



-6- 



PA(X7/9*IKVpAT8l9l2006 2:05:21PM [Eastern DayligM 



